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Abstract
Background: Adequate anticoagulation is prerequisite for effective hemodialysis to prevent clotting in the
extracorporeal circuit. We aimed providing first data on the efficacy and safety of the low-molecular-weight heparin
certoparin in this setting.
Methods: Multicenter, open-label, 8-week trial. Patients received a single dose of 3,000 IU certoparin i.v. with
additional titration steps of 600 IU and/or continuous infusion if necessary.
Results: 120 patients were screened, 109 enrolled (median age 71; range 26–90 years) and 106 available for efficacy
analyses. The percentage of unsatisfactory dialysis results at 8 weeks due to clotting or bleeding, was 1.9%
(n = 2/106; 95% confidence interval [CI] 0.23–6.65%); no major bleeding. 1.9% had moderate/severe clotting in the
lines/bubble catcher and 2.8% in the dialyser at week 8. 15.7 ± 14.3% of the dialysis filters’ visual surface area was
showing redness. In subgroups of patients receiving median doses of 3000 ± 0, 3000 (2400–6000) and 4200
(3000–6600) IU, plasma aXa levels at baseline, 4 and 8 weeks were 0.24 [95%CI 0.21–0.27], 0.33 [0.27–0.40] and 0.38
[0.33–0.45] aXa IU/ml at 2 h. C48h was 0.01 [0.01–0.02] aXa IU at all visits. At baseline and 4 weeks AUC0-48h was 2.66
[2.19–3.24] and 3.66 [3.00–4.45] aXa IU*h/ml. In 3.0% of dialyses (n = 83/2724) prolonged fistula compression times
were documented. Eight patients (7.34%) had at least one episode of minor bleeding. 4) 85.3% of patients had any
adverse event, 9.2% were serious without suspected drug relation; and in 32 patients a drug-relation was suspected.
Conclusions: Certoparin appears effective and safe for anticoagulation in patients undergoing maintenance
hemodialysis.
Background
Adequate anticoagulation is a precondition for effective
hemodialysis to prevent clotting in the extracorporeal
circuit and to improve biocompatibility of artificial
membranes [1]. For this purpose, unfractionated
heparin (UFH) is currently the most widely used anti-
coagulant [1,2]. However, low molecular weight hepar-
ins (LMWH) have the advantage over UFH in that they
show less nonspecific binding to endothelium, macro-
phages, platelets and plasma proteins, a more predict-
able anticoagulant response, and usually have a low
requirement for monitoring [3]. Furthermore, chronic
UFH use may cause a number of untoward effects,
such as heparin induced dyslipidemia [4,5], an
increased risk of bleeding [6,7], allergic reactions [8],
thrombocytopenia [9], osteoporosis [10] and aldoster-
one suppression [11].
Certoparin was shown to be safe and effective in
patients with chronic renal insufficiency in a recent sub-
group analysis of the CERTIFY study [12]. Its action may
be partially reversed by protamine hydrochloride [13].
Compared to other LMWHs certoparin has an inter-
mediate renal clearance of antiXa activity (3.6-4.1%)
[14,15] and body weight independent dosing [16]. The
present feasibility trial was designed to provide data on
the efficacy and safety of certoparin in the prophylaxis of
clotting in the extracorporeal circuit in patients receiving
routine hemodialysis 2-3 times per week.
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Methods
MEMBRANE was a multicenter, open-label, non-con-
trolled prospective in patients undergoing maintenance
hemodialysis (ClinicalTrials.gov Identifier: NCT01179620).
The study was conducted between July 2010 (first patient
in) and March 2011 (last patient out) in accordance with the
ethical principles of the Declaration of Helsinki. It was re-
viewed by the Independent Ethics Committee or Institu-
tional Review Board for each participating centre. These
included the General Medical Council (Landesärztekammer)
in Munich, Frankfurt, Dresden, Bad Segeberg and Münster
and the ethic committees of the Technical University
Munich, the University of Münster and the University of
Magdeburg. Informed consent was obtained from each
subject in writing.
The protocol was amended once after the inclusion of
12 patients which introduced the allowance for an infusion
of certoparin in case the chosen bolus was not sufficient,
added a second pharmacokinetic analysis, and increased
the sample size to adjust for the additional inclusion of
patients with hemofiltration (HF) and hemodiafiltration
(HDF) (for details see the respective paragraphs).
Principal study design
Studies investigating the efficacy and safety of LMWH
for anticoagulation during chronic hemodialysis have
used a variety of designs [17] and there is no guidance
from the European Medicines Agency (EMA) for setting
up such a study. In the 17 randomized, controlled trials
which were included in the systematic review of Lim
et al. [17], 10 used a randomized open cross-over design,
one a blinded cross-over design, and 6 were open trials
using a parallel design. Studies ranged in size and dur-
ation from 8 to 149 patients and 1 session up to
36 months, respectively. In none of the trials using a
parallel control arm, a predefined comparative statistical
hypothesis was tested.
Outcomes compared in the systematic review by Lim
[17] were bleedings as a parameter determining the
safety of the interventions (assessed in 12 studies as
bleeding symptoms or access compression times),
thrombosis of the extracorporeal circuit as a parameter
determining efficacy (assessed in 17 studies) and anti-Xa
levels to establish pharmacokinetics (measured in 14
studies). Extracorporeal thrombosis was assessed by vis-
ual inspection or scoring of the extent of clotting in the
filter system, the lines and bubble catcher or the dialyzer
which in all cases was based on the subjective decision
of the investigators. One study rated the dialysis result
as satisfactory or unsatisfactory according to the scores
of the line/bubble catcher and the dialyzer.
During the design of the study we considered a con-
trolled setting with prospective hypothesis testing. For
this purpose a placebo-controlled design was not
considered adequate because prophylaxis of extracorpor-
eal clotting is widely considered necessary and a
standard procedure. For a UFH-controlled design we
expected no superiority of certoparin over UFH based
on the analysis of Lim [17]. On the other hand a non-
inferiority design was not deemed feasible because nei-
ther blinding and bias-free assessment nor sensitivity
and validation were appropriately achievable.
Therefore it appeared reasonable to aim at determin-
ing the proportion of patients with complications during
dialysis defined as the presence of clotting or major
bleeding using a straightforward, non-controlled design.
The assumption was that between 0 and 5% of patients
would experience adverse effects at week 8 and patient
numbers to verify this were adjusted to comply with
this objective. To show this clinical endpoint, no
randomization or comparator arm was needed.
Objectives
The primary objective of MEMBRANE was to investi-
gate the efficacy and safety of certoparin to prevent clot-
ting in the extracorporeal circuit during hemodialysis at
week 8. Therefore, the primary endpoint was defined as
the percentage of unsatisfactory dialysis results at week
8 due to clotting or bleeding. The dialysis was consid-
ered unsatisfactory if a score of 2 (moderate clotting) or
3 (severe clotting) was given to the lines/bubble catcher
(vs 0 for no clots and 1 for minimal clots) and/or the
dialyser (moderate redness overall or several ≥ 3) small
or few large (≥ 2 mm) dark red fibre bundles OR total
clotting of the dialyser defined as stop in hemodialysis
requiring change of the extracorporeal circuit) or if
any clotting required premature interruption of the
hemodialysis session (Table 1). Bleeding was considered
a reason for unsatisfactory dialysis when leading to pre-
mature interruption of the hemodialysis session or in
case of major bleeding.
Table 1 Criteria for the evaluation of clinical efficacy of
clotting prevention as evaluated visually by the
investigator at the study site at the end of the
hemodialysis after the first session and after week 8
Score Lines and bubble
catcher
Dialyser
Satisfactory 0 No clots Good, clear dialyser
1 Minimal clots Light redness overall or only a
few (< 3) and small (< 2 mm)
dark red fibre bundles
Unstatisfactory 2 Moderate clotting Moderate redness overall or
several (≥ 3) small or few large
(≥ 2 mm) dark red fibre bundles
3 Severe clotting Total clotting of the dialyser
(stop in hemodialysis, requiring
change of the extracorporeal
circuit).
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The secondary objectives were: 1) To assess the
pharmacokinetics of certoparin in subjects receiving
regular hemodialysis treatments including hemodiafiltra-
tion and hemofiltration, indirectly determined by the
concentration-time profile of antifactor Xa activity using
a chromogenic assay; 2) to document the safety and tol-
erability of certoparin over 8 weeks in subjects receiving
regular hemodialysis treatments; 3) to assess clinical effi-
cacy by inspection of the filter system (lines, bubble
catcher, dialyzer) at the site of dialysis by the staff in the
dialysis center; 4) To assess efficacy via the percentage of
clotted area in the transversal (= horizontal) plane of the
filter (at central lab). Safety endpoints were 1) antiXa ac-
tivity at the beginning and at the end of the hemodialysis
session at week 4 and week 8; 2) clinical and laboratory
factors that predict an excessive (anti-) coagulant effect
(anti-Xa, D-Dimer); and 3) bleeding events. Adverse
events were adjudicated by the local physician respon-
sible for the conduct of the study.
Further to these objectives cases of prolonged shunt
compression times were recorded. Normal shunt com-
pression times were 5 to 13 minutes in prior studies as
suggested by the meta-analysis by Lim [17]. The degree
of “prolongation” was not predefined however because
of the high clinical variability and left up to the treating
physician. In the amendment exploratory objectives were
added to assess the course of dose adaption and the out-
come of dialysis over time.
Patients
The patient population consisted of clinically stable am-
bulatory patients of at least 18 years with established
chronic kidney disease (CKD) stage 5 D requiring
chronic hemodialysis (2-3 times per week) of at least 4 h
duration per session for at least 3 months. Hemoglobin
had to be ≥ 10.0 g/dL at the first visit. It is allowed to ad-
minister aspirin (repetitive dosing ≤ 325 mg daily, single
dosing of < 1000 mg), ticlopidine, clopidogrel, dipyrid-
amole or their combination. Selected exclusion criteria
were: 1) History of clinically significant bleeding within
the last 4 weeks; 2) Any acute or chronic illness interfer-
ing with coagulation; 3) History of heparin induced
thrombocytopenia type II (HIT II); 4) Target blood flow
during dialysis of less than 200 ml/min; 5) any concomi-
tant medication with dextran 40, chronic systemic gluco-
corticoids (≥ 4 months), thrombolytic agents and
anticoagulants (e.g. phenprocoumon) or glycoprotein
IIb/IIIa antagonists; 6) Acute or history of non-
hemorrhagic stroke (< 3 months); hemorrhagic stroke or
intracranial bleeding (< 12 months) or stroke for which
thrombolytic therapy was planned. After the amendment
the physicians were allowed to also include patients with
hemofiltration (HF) and hemodialfiltration (HDF).
Use and dosing of certoparin
Patients, before being connected for dialysis, received a
single bolus dose of 3,000 IU certoparin sodium i.v.
(Mono-EmbolexW; Novartis Pharma GmbH, Germany)
via the needle or the catheter but not into the arterial
line at 2-3 routinely scheduled hemodialysis sessions per
week for a total of 8 weeks. Titration was allowed in
dose steps of 600 IU up to a maximum dose of 6,000 IU.
These dose adjustments were made at the discretion of
the treating physician but not based on routine anti-
factor Xa determinations. The dialyser and blood lines
were not pre-rinsed with certoparin but only saline be-
fore dialysis.
Because of the fast elimination of certoparin documen-
ted in the pharmacokinetic analysis A (PK-A, see below),
the titration algorithm was changed with the amend-
ment, allowing to increase the bolus dose to a maximum
of 4,200 IU. If a satisfactory result was not achieved,
patients received a bolus of 3,000 IU plus an infusion of
600 IU/h up to 1 h before the end of the dialysis session.
This would result in a total dose of 4,800 IU for patients
who were dialyzed for 4 h. If a satisfactory result was
still not achieved the bolus was increased stepwise
(3,600 IU and 4,200 IU) combined with an infusion of
600 IU/h resulting in cumulative doses of up to
6,600 IU. After completion of dose adaption, the indi-
vidually titrated certoparin dose was to be used in subse-
quent dialyses.
Definition of bleeding complications
Bleeding complications were assessed by the local phys-
ician in charge for the study. Major bleeding was defined
as fatal bleeding, clinically overt bleeding associated with
a fall of the haemoglobin concentration greater than
20 g/l compared to baseline, clinically overt bleeding
that requires transfusion of two or more units of packed
red cells or whole blood, symptomatic bleeding in a crit-
ical area or organ, such as intracranial, intraspinal, retro-
peritoneal, pericardial bleeding. Minor bleeding was
defined as bleeding events which do not meet the above
mentioned criteria. Arteriovenous fistula bleeding was
recorded when compression time at the end of the dialy-
sis session was prolonged and was recorded separately.
Pharmacodynamic assessment
In a subgroup of 12 patients in 3 selected centers (re-
ferred to as PK-A) blood samples were collected from
fistula prior to the dialysis according to a predetermined
schedule at the first dialysis session, and at a session
after 4 weeks (visit V3). This was done immediately be-
fore and up to 48 h after the administration of certo-
parin with the following schedule: immediately before
certoparin administration (0 min), at 1 minute, 30 min-
utes, 1 h, 2 h, 3 h, 4 h, 24 h, 48 h after certoparin
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administration. The 48 h sample was taken before appli-
cation of certoparin for the next dialysis session.
In a second subgroup of 36 patients (referred to as
PK-B; introduced after the amendment), additional phar-
macokinetic assessments were performed after 8 weeks
(visit V4). This subgroup included a target number of 6
patients for each of the following bolus doses of
3,000 IU, 3,600 IU or 4,200 IU prior to dialysis, 6
patients with a bolus of 3,000 IU plus an infusion of
600 IU/h up to 1 h before the end of the dialysis session,
6 patients with a bolus of 3,600 IU plus an infusion of
600 IU/h up to 1 h before the end of the dialysis session,
and 6 patients who underwent hemodiafiltration. For
PK-B samples were obtained immediately before certo-
parin administration (0 min), and at 2 h, the end of the
dialysis session and at 48 h (at the following dialysis ses-
sion respectively).
PK samples were collected from the fistula. In
patients with a catheter, blood samples were taken by
venipuncture. All PK samples were processed and kept
frozen at -20°C or less and transferred to the central
laboratory. Anti-Xa activity was measured by hydrolysis
of a chromogenic peptide substrate [18] using certo-
parin to obtain the calibration curve [14]. The PK para-
meters for PK-A were determined in plasma using
non-compartmental methods.
Prothrombin fragment F1/2 (Dade Behring, Germany,
normal values below 230 pmol/l), thrombin-antithrombin
complex (TAT, Dade Behring, Germany, normal values
below 4.2 μg/l)), and D-Dimer (Technoclone, Austria, nor-
mal values below 250 ng/ml) were determined using a
microplate reader (Dynatech, Germany).
Dialyser redness
Clotting of the dialysis filter at week 8 was also assessed by
a specialized central lab (eXcorLab GmbH, Obernburg,
Germany). For this assessment, the filters were flushed with
1 l of saline and stored at 2-8°C before shipment to the spe-
cialized central lab. Redness of the dialysers was quantified
by taking four photographs of each filter (at 0°, 90°, 180°,
270°) and analysed as the mean percentage of the clotted
transversal filter (clotted : total area) by the image analysis
software Image Pro plus, version 6.3 (Media Cybernetics,
Inc., USA). The blue filter of the software was used to en-
hance redness and the flatten filter was enabled to reduce
noise. The distinction between red and white areas was cor-
rected manually using the intensity histogram and by com-
paring the red colour image generated on the screen with
the real area of interest on the spread fibre bundle.
Statistics
This study assessed the feasibility of certoparin as an
alternative treatment option with respect to complica-
tions. Based on clinical experience, the percentage of
unsatisfactory dialysis results was estimated to be in be-
tween 0 and 5% [17,19-21]. It was determined that at a
sample size of 100 patients an observed 1% incidence
would have a 95% CI with a width of 4% (-1 to 3%). At
an observed rate of 3% the width would be 6.6% (-0.3 to
6.3%) and at 5% the width would be 8.6% (0.7 to 9.3%).
This precision was regarded adequate for the purpose of
this trial. An additional 10 patients were allowed to cor-
rect for the broader population (hemofiltration/hemo-
diafiltration) defined in the amendment. Therefore, the
total sample size was 110 patients.
Results
Study population
A total of 120 patients were screened for their eligibility
(Figure 1). Of these, 109 patients were treated with at
least 1 dose of certoparin and made up the safety popu-
lation. 106 patients (97.2% of 109) were available for effi-
cacy analyses (ITT-Population). 95 patients completed
the study per protocol (87.2% of 109). Table 2 displays
patient characteristics of the safety population.
Dosing of certoparin
Certoparin was started at 3,000 IU and uptitrated until a
satisfactory result was obtained. At the final visit 68.9%
of patients received certoparin as a bolus, the majority at
a dose of 3,000 IU (34.0%) and 3,600 IU (22.6%)
(Table 3). Only 4 patients (3.8%) needed a dose below
3,000 IU. Body weight, haemoglobin or the prior UFH
dose were not predictive of the required certoparin dose
with correlation coefficients R2 of 0.1408, 0.0457 and
0.0068, respectively.
Efficacy endpoints
The primary endpoint, which was the percentage of un-
satisfactory dialysis results as per investigator judgement
at the 8 week visit due to clotting or bleeding, was met
in 2 patients of the ITT population (2/106 patients,
1.9%; 95%CI 0.23%–6.65%) and the per protocol popula-
tion (2/95 patients; 2.1%), none of these due to major
Figure 1 Patient flow.
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bleeding. Clotting in the blood lines and bubble catcher
was considered to be moderate to severe in these 2
patients. A total of 3 patients (2.8%) had moderate clot-
ting (redness overall or several [≥ 3] small or few large
[≥2 mm] red fibre bundles) of the dialysis filter at week
8 (Figure 2). A mean of 15.7 ± 14.3% of the dialysis fil-
ters’ visual surface area was showing redness at 8 weeks.
The time to a first and finally satisfactory dialysis
showed an exponential increase with time and demon-
strates that about 50% of patients achieved a satisfactory
dialysis results within the first 2–3 dialysis treatments
(Figure 3).
Antixa activity
In the PK-A subgroup (12 patients), aXa activity
was determined at baseline and at the 4 week follow-up
(Figure 4). Peak activity was 0.69 (95%CI 0.57–0.83) aXa
IU/ml at minute 1. At 24 and 48 h, aXa activity was low
(0.01–0.02) with a number of patients below the detec-
tion limit. Logarithmic transformation resulted in an al-
most linear kinetic (except for the activity determined at
1 min; plot not shown).
In the PK-B subgroup (36 patients different from
PK-A), aXa activity was monitored at the 8 week visit
and results grouped by certoparin dose and dialysis
technique used (hemodiafiltration) (Figure 5). The
results demonstrate larger confidence intervals (vs. the
PK-A group), no sign of certoparin accumulation, a
low dose dependency and comparable levels with
hemodiafiltration.
Results in the PK-A and PK-B subgroups were rather
consistent despite differences in centres involved and
the time frame monitored (8 vs. 4 weeks). At baseline
(n = 12; PK-A; median dose 3000 IU, range ±0), at week
4 (n = 12, PK-A; median dose 3000 IU, range 2400–
6000) and at week 8 (n = 36; PK-B; median dose 3000 IU,
range 2400–6600), median plasma aXa levels 2 h after
administration were 0.24, 0.33 and 0.38 aXa IU/ml. C48h
was 0.01 aXa IU at all visits (below detection limit in
50%, 66.7% and 82.4% of patients).
Coagulation markers
Prothrombin fragment F1 + 2, thrombin-antithrombin
complex (TAT) and D-Dimer (Figure 6) showed that the
activation of coagulation was also present with the use
of certoparin, although the increase between pre- and
post-dialysis in most of these parameters was almost
halved at week 4.
Bleeding complications and adverse events
In 3.0% during 2724 dialyses, prolonged fistula compres-
sion times were reported which corresponded to 45
Table 2 Patient and treatment characteristics of the
safety population
n=109
Age
Mean± SD [years] 66.3 ± 14.7
Median (range) [years] 71 (26-90)
≥ 65 years (n, %) 66 (60.6)
Male gender (%) 63 (57.8)
Weight
Mean± SD [kg] 82.5 ± 18.3
Median (range) [kg] 81.1 (41-151.6)
Dialysis technique
Hemodialysis (n, %) 99 (90.8)
Hemodiafiltration (n, %) 10 (9.2)
Vascular access
Arteriovenous fistula (%) 100 (91.7)
Permanent dialysis catheter (%) 9 (8.3)
Exposure to certoparin
Mean± SD [days] 61.1 ± 33.9
Median (range) [days] 57 (3-397)
Dialyses
Mean± SD [dialyses] 25.0 ± 4.2
Median (range) [dialyses] 25 (2-32)
SD, standard deviation.
Table 3 Distribution of doses at the final dialysis (visit
4/week 8) of the ITT-Population
Total dose
(IU)
Patients with a single
initial bolus
Pts with initial bolus
and infusion
Bolus n (%) Bolus/Infusion n (%)
1200 1200 1 (0.9)
2400 2400 3 (2.8)
3000 3000 36 (34.0)
3600 3600 24 (22.6)
4200 4200 8 (7.5)
4800 3000/1800 1 (0.9)
4950 3000/1950 1 (0.9)
5100 3000/2100 5 (4.7)
5250 3000/2250 2 (1.9)
5400 3000/2400 11 (10.4)
5550 3600/1950 1 (0.9)
5700 3600/2100 2 (1.9)
6000 6000* 1 (0.9) 3000/3000 1 (0.9)
3600/2400 3 (2.8)
6600 4200/2400 6 (5.7)
P
73 (68.9) 33 (31.1)
IU, International Units, ITT, intention to treat; * a bolus of 6000 IU was only
allowed during PK-A.
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patients and 83 cases. Eight patients (7.34%) had at least
one episode of minor bleeding (total cases 11) but none
experienced major bleeding complications. These were
mouth, gastrointestinal and rectal hemorrhage (1 event
each), epistaxis (3 events), hematoma (2 events), arterio-
venous fistula site haematoma (2 events) and arterioven-
ous fistula site hemorrhage (1 event).
There were a total number of 270 adverse events (AE)
in 93 out of 109 patients (85.3%); 32 were suspected to
be drug related. Of 10 adverse events which were con-
sidered to be serious, none was suspected to be related
to the use of certoparin: one of these patients with a pre-
vious cardiac arrest (after 3 study weeks) died. Other
SAEs were renal transplantation (3 patients, considered
because of hospitalization), angina pectoris, atrial
fibrillation, atrial flutter, gastrointestinal haemorrhage,
chest pain, fracture, injury, hypoglycaemia, necrosis of
an extremity and peripheral arterial occlusive disease.
Discussion
The low molecular weight heparin certoparin appears to
be effective and safe for anticoagulation of patients on
maintenance hemodialysis based on the results of this
multicenter, open-label and prospective but non-
controlled trial. The following findings are noteworthy:
1) a satisfactory dialysis result was achieved in 98% of
patients with no bleeding complications requiring pre-
mature interruption of the hemodialysis session or major
bleeding; 2) the majority of patients needed a bolus dose
of 3,000 or 3,600 IU certoparin only which resulted in a
satisfactory dialysis result within 2-3 sessions suggesting
a simple dosing regimen; 3) there was no need for
adjusting the certoparin dose based on body weight; 4)
there was no sign of certoparin accumulation even at
higher doses; 5) in only 3% of dialyses, prolonged fistula
compression times were observed.
Efficacy and safety
From a clinical perspective, a successful dialysis session
is characterized by the absence of clotting or major
bleeding as well as stable dosing during long-term use.
However, there is no established margin for an accept-
able rate of complications against which the rate
observed in this study could be compared. Previous
work published by Schrader et al. reported thrombosis
rates of the extracorporeal circuit of 1.33% for UFH and
1.59% for dalteparin [19]. Saltissi et al. observed that
Figure 2 Clotting of the lines, the bubble catcher and the dialyser at baseline (V2) and after 8 weeks (V4) (results given as % of the ITT
population).
Figure 3 Proportion of patients with a satisfactory dialysis
result (%).
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3.06% of dialyses with UFH and 1.53% of dialyses with
enoxaparin showed clotting (5 or more on a 10 point
scale), severe bleeding events were infrequent with inci-
dence rates of about 0 or 0.1% [20]. Bramham et al.
reported thrombosed circuits in 2.2% of UFH and 0.7%
of tinzaparin treated patients with major bleeding events
between 0 and 0.26% [21]. Finally, the meta-analysis
published by Lim et al. revealed that about 10-11% of
patients had any bleeding complications during dialysis
[17]. The only case of major bleeding they reported was
a patient that had access site bleeding after hemodialysis
with tinzaparin; however, the patient’s activated partial
Figure 4 Pharmacokinetic evaluation (PK-A population; n = 12) at baseline (V2) and 4 weeks (V3). The first sample was obtained after 1
minute, resulting in a high peak compared to other studies in which first samples were obtained later. Legend: values at 24 and 48 h not
displayed (0.01-0.02). In a number of patients these values were below the detection limit of the assay. Means are displayed in red and 95%
confidence intervals in blue.
Figure 5 Pharmacokinetic evaluation (PK-B population; n = 36) at week 8 (V4). Legend: HDF, haemodiafiltration; HDF patients received
median dose of 5400 IU.
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thromboplastin time was elevated and the investi-
gators concluded that the patient accidentally received
additional UFH [21]. The incidence of circuit throm-
boses in this meta-analysis was 2.2% with LMWH and
1.9% with UFH [17]. Against this background, it
appeared reasonable to aim at determining the propor-
tion of patients with complications during dialysis
defined as the presence of clotting or bleeding using a
straightforward, non-controlled design. With an inci-
dence of 1.9% (ITT, 2.1% PP) and no major bleeding
reported and a confidence interval of 0.23-6.65%, we
were thus able to confirm previously reported rates for
other low molecular weight heparins [19,20,22].
Another matter of practical concern is prolonged fis-
tula compression times with the use of heparins. Most
prior studies reporting this variable documented be-
tween 5 and 13 minutes of fistula compression to be ne-
cessary with either LMWH or UFH [17]. Differences
between both treatment options were either negligible
or in favour of the LMWH (shorter compression)
[23-25]. In our study, 45 patients (41.3%) had prolonged
fistula compression times with a total of 83 cases (3.0%
during 2724 dialyses). This appears reasonably low from
a clinical perspective, but, unfortunately, the degree of
“prolongation” was not predefined because of the high
clinical variability and left up to the treating physician
potentially resulting in overestimation of this endpoint.
Dosing of certoparin
The majority of patients in our study needed a bolus
dose of 3,000 or 3,600 IU certoparin, which resulted in a
satisfactory dialysis result within 2-3 sessions. Overall
68.9% of patients received a bolus up to 4,200 IU only
and the remaining patients a combination of bolus/infu-
sion. Only 4 patients needed an even lower dose than
3000 IU. This dose reduction was however not enforced
by the study protocol. This is in principal agreement
with the experience made with other LMWHs, for which
a single bolus administration without any heparin prim-
ing is usually sufficient for effective dialysis [21,26,27].
Davenport reported that, due to its long half-life, a bolus
dose of 0.8 mg/kg enoxaparin is usually sufficient for
about 98% of patients [2]. Tinzaparin, which has a
shorter half-life than enoxaparin, requires two injections
in more patients when dialysing more than 4 but less
than 6 h and in the majority of patients dialysing for
more than 6 h [2]. In his most recent review Davenport
reports on the possibility to reduce enoxaparin to
0.4 mg/kg bolus and reduce tinzaparin to single bolus of
1500 IU to be sufficient as anticoagulation for an inter-
mittent hemodialysis, especially in patients with the risk
constellation for bleeding [3].
The standard dose for the initiation of certoparin was
3,000 IU which was uptitrated in case of relevant coagu-
lation. At uptitrated doses of certoparin, the coagulation
system was found to be still activated, although the in-
crease in prothrombin fragment F1 + 2, thrombin-
antithrombin complex (TAT) and D-Dimer was almost
halved at week 4. These numbers are well comparable
with data published by Milburn et al. who measured
TAT and D-Dimer in 55 patients undergoing
hemodialysis receiving UFH [28]. The elevated TAT
values 31.07 μg/ml during dialysis at baseline were only
half as high at visit 4 (14.90 μg/ml). The differences for
D-Dimer were similar (130.59 vs. 87.23 μg/l). In a study
by Sagedal et al. using dalteparin for hemodialysis in 12
patients, a number of coagulation parameters were
determined [29]. TAT, prothrombin fragment F1 + 2,
antithrombin (coagulation), plasmin-antiplasmin com-
plex (fibrinolysis) and β-thromboglobulin (platelet acti-
vation) were elevated at baseline to the same extent as
in our study at baseline. However, no repeated measure-
ments during long-term dialysis were presented.
Anti-xa activity
In routine clinical practice, anti-Xa activitiy is not usu-
ally monitored because of practical limitations, but clin-
ical inspection of the dialyser and bubble trap is used
instead to adjust dose. However, its determination allows
assessing the degree of anticoagulation and determining
the pharmacodynamics of anti-Xa activity. In our ana-
lyses, we documented a high initial anti-Xa activity at
minute 1 after the injection which sharply declined
thereafter with activities of about 0.4 IU/ml at 1 h
and < 0.2 IU/ml at 2 hours. This latter concentration is
comparable with current clinical practice recommenda-
tions that use targets between 0.2-0.4 IU/ml, particularly
in patients with increased risk for bleeding [30]. How-
ever, this concentration is lower than recommendations
Figure 6 Coagulation markers (Safety population*). Legend:
*109 patients were available for evaluation at baseline (V2) and 103
patients at week 8 (V4).
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for an anti-Xa activitiy for the initial treatment of throm-
bosis (0.4-0.6 IU/ml) [31]. There was no evidence of an
accumulation in our study even at high doses or with
additional certoparin infusion, which fits with previous
data for UFH, dalteparin, tinzaparin and enoxaparin
[19,32]. The data are consistent with prior data on certo-
parin in therapeutic doses (8.000 IE bid s.c.) [14]. The
area under the curve was 5.588 IU*h/ml which corre-
sponds to 2.096 IU*h/ml referring to the lower dose of
3,000 IU in the present study.
Compared to other LMWHs, certoparin appears to
have a rather fast decline of anti-Xa activity, which is
good from a safety perspective. Guillet et al. reported for
enoxaparin that a single injection of 60 IU/kg led to an
anti-Xa activity higher than 1.2 IU/ml during the first
2 h, and between 0.4 and 1.2 IU during the hours 3 and
4 [20]. After the end of dialysis, anti-Xa activity
remained high 10 hrs (0.4 IU/ml) and 24 hrs (0.1 IU/ml)
after injection. This may suggest an increased risk of
bleeding for a prolonged time period after cessation of
dialysis. In a comparative pharmacokinetic study of dal-
teparin 2,500 IU, enoxaparin 40 U/kg and danaparoide
34 U/kg mean aXa activities were reported 4 hrs post in-
jection with 0.2 IU/ml for dalteparin, 0.38 IU/ml for
enoxaparin and 0.54 IU/ml for danaparoide, respectively
[32]. On the other hand the fast elimination of certo-
parin may explain the more frequent need for an infu-
sion in addition to the initial bolus (31.1%) as opposed
to enoxaparin for example for which a repeated bolus is
necessary in only about 2% of cases [2].
Limitations
The MEMBRANE study results are limited by the fol-
lowing considerations: 1) The MEMBRANE study design
was not controlled with placebo, UFH or any other
LMWH. This may be perceived as a limitation but
appeared justified based on the existing data with other
heparins [17] and the low incidence rate of complica-
tions expected. 2) The study included patients with dif-
ferent residual renal function which may have interfered
with certoparin half-life. 3) The degree of “fistula com-
pression time prolongation” was not predefined. This
was because of the potentially high clinical variability
which was and left up to subjective assessment of the
treating physician.
Conclusions
Certoparin appears to be effective and safe for anticoagu-
lation in patients undergoing maintenance hemodialysis.
Bleeding complications were rare and prolonged fistula
compression necessary in only 3% of dialyses. With a
simple titration scheme with about two thirds of patients
needing a single bolus, certoparin is a valuable alternative
to other existing treatment options whose dosing
regimen is more complicated or requires complex dose
adjustment.
Competing interests
Oliver Dorsch, Detlef H. Krieter, Horst-Dieter Lemke, Peter Bramlage, Stefan
Fischer and Job Harenberg disclose to have received research support or
honoraria for advisory board and lectures from a number of pharmaceutical
companies producing low-molecular-weight heparin including Novartis.
Nima Melzer and Christian Sieder are employees of Novartis Pharma GmbH,
Nürnberg, Germany.
Authors’ contributions
OD, DHK, HDL, NM, CS, SF and JH have been involved in the conception
and design of the study. CS was responsible for the analysis of data in
cooperation with PB. PB and OD have drafted the manuscript and all other
authors have been revising the article for important intellectual content. All
authors have finally approved the version to be published.
Acknowledgements
The study was funded by Novartis Pharma GmbH, Nürnberg, Germany. The
following partners’ help in conducting the study is explicitly acknowledged:
Claudia Mailänder (Labor Dr. Spranger, Ingolstadt, Germany), Justyna Veit and
Elisabeth Grünwald (Winicker Norimed, Nürnberg, Germany), and Christina
Giese (Clinical Pharmacology, Mannheim). The following German centers
participated (number of patients contributed): Dr. Dorsch, Kronach (14),
Dr. Fischer, Darmstadt (22), Dr. Frank, München (3), Dr. Pistrosch,
Hoyerswerda (18), Dr. Ries, Flensburg (6), Dr. Wilbrandt, Heringen (17), Dr.
Morgenroth, Elsenfeld (18), Dr. Mertens, Magdeburg (5), Dr. Frye, Münster (6).
Author details
1KfH Kuratorium für Dialyse und Nierentransplantation e.V., KfH
Nierenzentrum, Friesener Straße 37a, 96317, Kronach, Germany.
2Universitätsklinik Würzburg, Nephrologie, Würzburg, Germany. 3EXcorLab
GmbH, Obernburg, Germany. 4Dialyse Centrum Darmstadt, Darmstadt,
Germany. 5Novartis Pharma GmbH, Nürnberg, Germany. 6Institut für
Pharmakologie und präventive Medizin, Mahlow, Germany. 7Klinische
Pharmakologie Mannheim, Ruprecht-Karls-Universität Heidelberg, Mannheim,
Germany.
Received: 21 March 2012 Accepted: 15 June 2012
Published: 28 June 2012
References
1. Hofbauer R, Moser D, Frass M, Oberbauer R, Kaye AD, Wagner O, Kapiotis S,
Druml W: Effect of anticoagulation on blood membrane interactions
during hemodialysis. Kidney Int 1999, 56(4):1578–1583.
2. Davenport A: Review article: Low-molecular-weight heparin as an
alternative anticoagulant to unfractionated heparin for routine
outpatient haemodialysis treatments. Nephrology (Carlton) 2009,
14(5):455–461.
3. Davenport A: What are the anticoagulation options for intermittent
hemodialysis? Nat Rev Nephrol 2011 Jul 5, 7(9):499–508.
4. Wiemer J, Winkler K, Baumstark M, Marz W, Scherberich JE: Influence of low
molecular weight heparin compared to conventional heparin for
anticoagulation during haemodialysis on low density lipoprotein
subclasses. Nephrol Dial Transplant 2002, 17(12):2231–2238.
5. Elisaf MS, Germanos NP, Bairaktari HT, Pappas MB, Koulouridis EI,
Siamopoulos KC: Effects of conventional vs. low-molecular-weight
heparin on lipid profile in hemodialysis patients. Am J Nephrol 1997,
17(2):153–157.
6. Lim W, Dentali F, Eikelboom JW, Crowther MA: Meta-analysis: low-
molecular-weight heparin and bleeding in patients with severe renal
insufficiency. Ann Intern Med 2006, 144(9):673–684.
7. Schrader J, Stibbe W, Kandt M, Warneke G, Armstrong V, Muller HJ, Scheler
F: Low molecular weight heparin versus standard heparin. A long-term
study in hemodialysis and hemofiltration patients. ASAIO Trans 1990,
36(1):28–32.
8. Ludwig RJ, Schindewolf M, Alban S, Kaufmann R, Lindhoff-Last E, Boehncke
WH: Molecular weight determines the frequency of delayed type
hypersensitivity reactions to heparin and synthetic oligosaccharides.
Thromb Haemost 2005, 94(6):1265–1269.
Dorsch et al. BMC Nephrology 2012, 13:50 Page 9 of 10
http://www.biomedcentral.com/1471-2369/13/50
9. Shantsila E, Lip GY, Chong BH: Heparin-induced thrombocytopenia. A
contemporary clinical approach to diagnosis and management. Chest
2009, 135(6):1651–1664.
10. Nelson-Piercy C: Heparin-induced osteoporosis. Scand J Rheumatol Suppl
1998, 107:68–71.
11. Hottelart C, Achard JM, Moriniere P, Zoghbi F, Dieval J, Fournier A: Heparin-
induced hyperkalemia in chronic hemodialysis patients: comparison of
low molecular weight and unfractionated heparin. Artif Organs 1998,
22(7):614–617.
12. Bauersachs R, Schellong SM, Haas S, Tebbe U, Gerlach HE, Abletshauser C,
Sieder C, Melzer N, Bramlage P, Riess H: CERTIFY: prophylaxis of venous
thromboembolism in patients with severe renal insufficiency. Thromb
Haemost 2011, 105(6):981–988.
13. Harenberg J, Giese C, Knödler A, Zimmermann R, Schettler G:
Antagonisation of low molecular weight heparin by protamine
hydrochloride. Herz/Kreislauf 1986, 18:578–581.
14. Hoffmann U, Harenberg J, Bauer K, Huhle G, Tolle AR, Feuring M, Christ M:
Bioequivalence of subcutaneous and intravenous body-weight-
independent high-dose low-molecular-weight heparin Certoparin on
anti-Xa, Heptest, and tissue factor pathway inhibitor activity in
volunteers. Blood Coagul Fibrinolysis 2002, 13(4):289–296.
15. Rahn A: Certoparin for thrombosis prophylaxis in geriatric patients:
accumulation in connection with age-associated reduction of renal
function. Euro J Ger 2008, 10:28–32.
16. Bauersachs R, Bramlage P: Niedermolekulare Heparine zur Prophylaxe
venöser Thromboembolien bei Patienten mit Niereninsuffizienz. vasomed
2011, 23:118–122.
17. Lim W, Cook DJ, Crowther MA: Safety and efficacy of low molecular
weight heparins for hemodialysis in patients with end-stage renal
failure: a meta-analysis of randomized trials. J Am Soc Nephrol 2004,
15(12):3192–3206.
18. Harenberg J, Kramer R, Giese C, Marx S, Weiss C, Wehling M: Determination
of rivaroxaban by different factor Xa specific chromogenic substrate
assays: reduction of interassay variability. J Thromb Thrombolysis 2011,
32(3):267–271.
19. Schrader J, Stibbe W, Armstrong VW, Kandt M, Muche R, Kostering H, Seidel
D, Scheler F: Comparison of low molecular weight heparin to standard
heparin in hemodialysis/hemofiltration. Kidney Int 1988, 33(4):890–896.
20. Guillet B, Simon N, Sampol JJ, Lorec-Penet AM, Portugal H, Berland Y,
Dussol B, Brunet P: Pharmacokinetics of the low molecular weight
heparin enoxaparin during 48 h after bolus administration as an
anticoagulant in haemodialysis. Nephrol Dial Transplant 2003,
18(11):2348–2353.
21. Lord H, Jean N, Dumont M, Kassis J, Leblanc M: Comparison between
tinzaparin and standard heparin for chronic hemodialysis in a Canadian
center. Am J Nephrol 2002, 22(1):58–66.
22. Harenberg J, Haaf B, Dempfle CE, Stehle G, Heene DL: Monitoring of
heparins in haemodialysis using an anti-factor-Xa-specific whole-blood
clotting assay. Nephrol Dial Transplant 1995, 10(2):217–222.
23. Stefoni S, Cianciolo G, Donati G, Coli L, La Manna G, Raimondi C, Dalmastri
V, Orlandi V, D'Addio F: Standard heparin versus low-molecular-weight
heparin. A medium-term comparison in hemodialysis. Nephron 2002,
92(3):589–600.
24. Moia M, Graziani G, Tenconi PM, Martinelli I, Ponticelli C: Rationale for the
use of a low molecular weight heparin during hemodialysis with
polysulphone membrane in uremic patients. Ann Ital Med Int 1997,
12(2):67–71.
25. Anastassiades E, Ireland H, Flynn A, Lane DA, Curtis JR: A low-molecular-
weight heparin (Kabi 2165, 'Fragmin') in repeated use for haemodialysis:
prevention of clotting and prolongation of the venous compression
time in comparison with commercial unfractionated heparin. Nephrol
Dial Transplant 1990, 5(2):135–140.
26. Klingel R, Schwarting A, Lotz J, Eckert M, Hohmann V, Hafner G: Safety and
efficacy of single bolus anticoagulation with enoxaparin for chronic
hemodialysis. Results of an open-label post-certification study. Kidney
Blood Press Res 2004, 27(4):211–217.
27. Davenport A: Anticoagulation during dialysis and/or continuous therapy.
LMWH or heparin vs. citrate. Eu J Hosp Pharm 2007, 13:64–66.
28. Milburn JA, Cassar K, Ford I, Fluck N, Brittenden J: Prothrombotic changes
in platelet, endothelial and coagulation function following hemodialysis.
Int J Artif Organs 2011, 34(3):280–287.
29. Sagedal S, Hartmann A, Sundstrom K, Bjornsen S, Brosstad F:
Anticoagulation intensity sufficient for haemodialysis does not prevent
activation of coagulation and platelets. Nephrol Dial Transplant 2001,
16(5):987–993.
30. Davenport A: Anticoagulation options for intermittent haemodialysis.
Minerva Urol Nefrol 2006, 58(2):171–180.
31. Saltissi D, Morgan C, Westhuyzen J, Healy H: Comparison of low-molecular-
weight heparin (enoxaparin sodium) and standard unfractionated
heparin for haemodialysis anticoagulation. Nephrol Dial Transplant 1999,
14(11):2698–2703.
32. Polkinghorne KR, McMahon LP, Becker GJ: Pharmacokinetic studies of
dalteparin (Fragmin), enoxaparin (Clexane), and danaparoid sodium
(Orgaran) in stable chronic hemodialysis patients. Am J Kidney Dis 2002,
40(5):990–995.
doi:10.1186/1471-2369-13-50
Cite this article as: Dorsch et al.: A multi-center, prospective, open-label,
8-week study of certoparin for anticoagulation during maintenance
hemodialysis – the membrane study. BMC Nephrology 2012 13:50.
Submit your next manuscript to BioMed Central
and take full advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color figure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
Dorsch et al. BMC Nephrology 2012, 13:50 Page 10 of 10
http://www.biomedcentral.com/1471-2369/13/50
